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ANDA 71-804 .

- )

Sidmak Laboratories, Inc.
Attention: Jairaj U. Mehta
17 West Street

P.O. Box 371

East Hanover, NJ 07936

IIIlllllll"llllllllll"llIIIIII

Dear Sir:

This is in reference to your abbreviated new drug application
dated January 16, 1987, submitted pursuant to Section 505(j) of :
the Federal Food, Drug, and Cosmetic Act, for Desipramine )
Hydrochloride Tablets USP, 150 mg. : :

I R P REE L

Reference is also made to your amendments dated April 5, 1991;
August 30, 1993; June 24, 1996; March 5, and May 22, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Biocequivalence has
determined your Desipramine Hydrochloride Tablets, 150 mg to be
biocequivalent and, therefore, therapeutically equivalent to those
of the listed drug (Norpramin® Tablets, 150 mg, of Hoechst Marion
Roussel, Inc.). Your dissolution testing should be incorporated
into the stability and quality control program using the same
method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.
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We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,

5/21/57

Douglas L. Sporf
Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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Because CNS iratory and cardiac armythmia can occur suddenly. DESCRIPTION: Desipramine hydrochioride is
haspitalization and close observation are generally advisable, aven when the amount ingested s an antidepressant drug of the tricyclic type
thought to be small or the initial degree of intoacation appears slight or moderate. Aggressive and is chemically 5H-D|penz[b,mchme-
support therapy of cardiac, nevrologic, of acid-base disturbances may be necessary. 5-propanamine, 10, 11-dihydro-A-methyl-,
The initial phass of therapy in a tricyclic antidepressant overdose should ba devoted 10 protec- monohydrochioride.
mmmmm‘saimy,mnmmmmlwm,mwmmmmm.om:»
mmECG.andmmmmnﬁnumnmmmnnm,mmmwwANshonld
be remembered that rapid deterioration of vital SN, S8iZyres, respiratory failure, and ventricutar
arrhythmias are common during the first twenty-four houTs after ngestion.
Ventricular ar i2s and i L aities My respond 10 A0menis-
tration of sodium bicarbonate to correct the metabolic acidosis. Dunng alkaknization. the pabent's
electrolytes and renai function must be closely ; with . Y
may be treated with anbar therapy (e.9.. Pty -
may be used with caution to Teverss severs abnormalities of coma; 100 rapid
administration may resukt in segures. P0B-0436]
it the pabent is ¥ flnds) should be used
venous diarepam may be used. tn addition. (e.g- may
ieoois Sazcam ey be e _ HYDROCHLORIDE
Once the pabent is stabikzed, gastric lavage with a krge bore Drogastric tube should be usad to 3 'I’ABI.ETS,IISP
. mmwmwmmumnmnmw-w-m- ers’ sugar, Y lactose, Rev. 495 L
s L bation il SEZUMES Of 103 Of CONSCIUSNESS OCTUT Pior 1o completon of the iavage procedure. stearate, methyiparaben, polyethylene giycol,
' Becausa of the potential for rapid onsst of ie-threatsning events. emesis should not be used to povidone, pregelatinized starch, puritied iron
mmw.wwmwmmmma-ﬂmmu axide, shellac, silicon dioxide, sodium starch
given by mouth or instilied through the tavage tube. gznnhln ‘starnic acid, sucrose. taic, titanium dioxide, FDSC Yehow #6 (25 mg, 75 mg. 100 my).
mmmmm;‘vndmwmummmmm C Yedow #10 (25 mg. 50 mg, 100 mg), and FDAC Biue #1 (50 mg).
DOSAGE AND ADMNRETRA <ot ecommanded for Use iIn children. CLINICAL LOGY: Mechanism of Action: Availabie evidence suggests that many
Lmrmmmwmmmmwmwmnm W\smammisinmtonnolammmmumcym’wmnmmmmsuch
tor o [ ized pabents, who are closely supervised. as ine and i J i may be i with ively low
Dosage should be initiated at a low level and 10 chinical and any evi- urinary 3-methoxy-4-hydroxyphenyl glycol (MHPG) levels, while serotonin deficiencies may be
dence of intolerance. 1Q rEMESSION, MAMBNANCS Madicabion May be required for a penod of associated with low spinal fhuid leveis of 5-ydroxyindoleacetic acid. _
time and should be at the lowest dose that will mantain remissIOn. Muelhenmsemtdﬂnismolactaonoilmlmydcammmmamsisunknom.awmm&
Ususl Adult Dess: The usual adult dose is 100 10 200 mg per 02y. in more seversly il patients, ory suggests that they restore normal levels of neurotransmitters by blocking the re-uptake of
Mmumwmwwwim.mmmw these from the synapse in the central nervous system. Evidence indicates that the sec-
are not recommended. ondary amine tricychc [ ine, may have greater activity in block-
Dosage should be initiated & a lower kevel and © and cinical ing the re-uptake of norepenephrine. Tertiary amsne tncychc ) such as amitriptyli
Tmmmmam:mmmmuwmuspm, maymvegmummmm.
whare regular visits by the physician, skilled nursing care. and freqs Desipramine hy ide s not 3 oxdase (MAQ) inhibitor and does not act pri-
(ECG's) are available. mﬁusawﬂmmm.nmmtwmmsotmsmdieslomvumm‘e
The best availabl d of i ing toxicity from very high dosas ot desipramine rapid onset of action than i Eartiest eftects may i be ssen in 2 to
mm;wummum“mmm.wummmr- 5 days, but full treatment benefit usually requwes 2 10 3 weeks 10 obtain.
wnmwmm_mwmmm.mwmummr Metaholism: Tricyclic anti such as y ide, are rapidly absorbed
m.wm.mmmm.mmmmmmo from the g i inal tract. Tncyche or their lites are to some extent
mwtwmmnw.mmmmmmmm excreted through the gastric mucosa and trom the gastroi inal tract. D
Quide to dosage MONKkonng. o . . is d in the liver and 70% 15 d in the urine.
Initial therapy may be adminisiered in divided doses of a singie dady dose. The rate of bolism of tncychc af vanes widely from individual to individual,
mwummamwm,ummmmm. mmryonaoemﬁmlwdmnnmuasu.Uploamw-su-tdddmmmolasmhmmybe
wuw&m:mmmwmmsﬁmmmm, notedamongindividnalstakinotmsumwmo'deslmmm.lnmm.lmmmmbo-
Dosage should be initiated at a lower level and i ing to ang clinical |muicyclicmmunssantsmousmmwywmrwum,
rnqunseloausualmmumo!100mqnaily.lnmmsamwﬂlm.wmumr- wam.mwmmummmm.mmmm
ther increased to 150 mg/day. Doses above 150 mg/day are not recommended in these age i in tricyclic anti through competition for the same metabolic
groups. = o enzyme systems. Concurrent administration o iding and mCychc ant can produce
InwmmoyMuadmnmmﬂmawmddonsmasinalohilydm. Msunmummminmmmummmmmmmw.
Maintenance therapy may be given on a once-daily for patient i and mmmmmmmmmmumammm
- mmzbwpmmmhywmorinahbm,USP: ammummmmmmmmdmwmdnmmmmm.mm
25m-mmnm,mund.sumvmtmminmmm100md1m. wm,mwmmwm‘mwmmwmwmm
Imprint: SL 3 levels. Simélar effects have been reported with tobacco smoke.

6 cyclic antidep .
50 mg - Light o‘mn'.mr:usnf,‘?;oarmd tablets in bottles of 100 and 1000. Research on the relationship of piasma level 10 therapeutic response with the tricyclic antide-

~ Impnint: . pressants has produced conflicting resuits. While some Studies report no correlation, many stud-
75 mg - Light orange, round, sugar-coated tabiets in botties of 100 and 1000 ies cite therapeutic levels for mos! tricychics in the range of 50 to 300 nanograms per millilitér. The
Imprint: SL 438 therapeutic range is ditterent for éach Incycic For ine, an optimal range
100 mg - Peach, round, sugar-Coated tablets in botties of 100 and 1000. of therapeutic plasma levels has not been estabiished.

~ Imprint: SL 439 INDICATIONS AND USAGE: Desipramine hy ide i$ inds tor relief of in van-

150 mg - White. round, sugar-coated tablets in botties of 100 and 1000. ous depressive syndromes, ity 0 i
) o) -SLad0 CONTRAINDICATIONS: Desipramine hydrochionide should not be given in conjunction with, or
Dispense in a tight container as detined in the USP with a child-resistant closure. within 2 weeks of, treatment with an MAD inhibitor drug; NyperpyTelic crises, severe convulsions,
Store at controfied room temperature 15°-30°C (59°-86°F). Kaep tightly closed. and death have occured in pabents talong MAQ inhibitors and tricyclic antidepressants. When
CAUTION: Federal law 9 without px i ing hy ide is for an MAD inhibitor. at least 2 weeks should elapse
bety Desi ne hy should then be started cautiously and should be

. m. increased gradually.

POB-0435 East Hanover, N 07836 Rev. 4495 L I'.:{,\. 28




The drug is contraindicated in the acute recovery period foll yocardial on. it
should»o!mmdinmosewnonaveshownqﬂpfhyumwnmy(omeowa.c'msusmvﬂy
Detween this and other dibenzazepines is a possibility . .
WARMINGS: o o
l.EnwuuﬁonshouldMMMMBdmlsomnmmmwnosnum: )
2 In patients with cardiovascular disease, because of the possibility of conduction detects,
ariythmias, tachycardias, strokes, and acute myocardial infarction.
b. In patients with a history of urinary retefion or
properties of the drug. o
c.lnmmhwvwammwmmmmmmm
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toacity,

u.mmmamdmm:,mmmmwnmmmu
the seizure threshoid. . o

2. This drug is capable of the antity etfect of g and y act-

PASOZDsmmasomm:mmmmmwmaM(wmm:Mim)wM
mmwmmmrPﬁOﬁl:(mm&m:amm,mm.mmvm1c
- ° ide). White aii the : Niatit e

(SSRIs).a.]gﬁ.'mmm‘ , seftraline, and . inhidit P450 206, they may vary in the extent of
nhibition. axtent to which SSAI-TCA interactions may pose clinical problems will depend o the
degres of inhibition and the pharmacoldnetics of the i ts indi
mm»mwmmrmmwotmssntsmmmmmwwmmmm
other. Ot particular importance, sufficient time must elapse before initiating TCA wreatment in 2
withdrawn from fluoxetine, given the long hat-kte of the parent and active metabolte

pabent beng

(at least 5 weeks may be necessary). o
Wmmmmmmnmwlmmmmwmmomm

require lower doses than usually prescribed for either the ticyciic antidepressant or the other drug.

."&mmsmv:smmawmmmcum, g and
mmmm:m«n.nsmummmmm.mmm,
of women of childbearing potential, the possible benetits mus! be weighed against the possi-
bie hazards to mother and child. Animal reproductive studies have been inconclussve.
USE IN CHILDREN: Desi ine hy \de is not for use in children Since
Megmdemmnsmmmmmmmwommmmw,(s.m
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1. t is important that this drug be dispansed in the isast 3ble Quantities 10 0epresasd Outpa-

F one of these otlsdr drugs is witndrawn from co-therapy, an increased dose ot
muicummnmybenqumd.Ilisusinbmommmknwmmmﬂu
smmnaco-acmmmmmmmmgummuannmmdmsozos.
ADVERSE REACTIONS:

m:lrﬂminmy.wmmammrs_onmmmmtbunmponedwim

thes specific drug. the pl among the tncyctic antidepressant
drugs require that aach of the be L when ide is gven.

palpitati heart biock ; stroke,

Y y k icular tibrilla-

There has been a report of an ~acute cokiapse™ and “sudden daath” in an eight-year (18 ko) old
male. traated for two years for hyperactivity. Thefur-ivrve veser 200itional reports of sudden death in
children. (Ses WARMINGS, USE IN CHILDREN )
jonal states

possible
tionts, since suicide has been accomplished with this class of drug. Ordinary pruder
raquinsnmmnarennotmmmmscmormmdnnsolmw:lpossbh
misnmqshouldeWmmmmemmm
this drug in the home must be supervised responsibly.
I'umumdﬁdsmr.mmumuwmum‘
memmmmmm:mm
after the depressive phase rinates.
Ymmmmmmdmhmm.
cmwwmmumpaawmmwnmﬁmmmmsmm-

ey W the eiderly) with haliucinations, disonentation, delustons,
anxiety, restiessness, agitabon, ssomnia and nig Y of
tingling. ot i ination, ataxia, tremors;

peripheral . dai sy saizures: atteration in EEG pattems; tinnitus.
A:nlehollmlc: dry mouth, and rarsly associated sublingua) adenitis: biurred vision, disturbance
of i iasis, i i paralytic ileus; urinary

retention, delayed miclurition, dilatation of unnary tract.

Allergic: skin rash, petechiae, urticaria, itching, photosensitization {avoid excessive exposurs 10 sun-

light), edema Juogaw and tongue or genaral), drug fever. cross sensiwvity with other tricyclic drugs.
Gepressions :

Hematologic: bone mamow Lk puspura. .
6s tinal: nausea and vomiting. epigastric distress, pecubiar taste, abdominal

giC OF Symp. 3
Patients should be warmed that while taking this drug their to
may be exaggerated.
Clinical of ECT and anti drugs is fim-

~ o e wwn

n the nistrath
m.m.nmtmsw.mmuwmmmmmmm

should be considered.

8. i ine hy ide is to be with other ic agents such as tran-
quitizers of y ics, caretul ion should be given to the pharmacology of
the agents employed since the ive etfects of nd i

a (8.9
chiordiazepoxide or diazepam) are additive. Both the sedative and anticholinergic eftects of the
major tranquilizers are also a;ld‘mve 10 thosc"doi desipramine.
I e o8 Cimetidine and tricych

ricyclic antioep -

signiticant increases in the plasma levels of the tricyciic antidepressants (see CLIMCAL PHAR-

MACOLOGY, Matabolism). Corversely, decreases in plasma levels of the tncyclic antidepres-

sants have bean reported upon discontinuation of cimetidine which may result in the ioss of

the therapeutic fficacy of the tricyclic antidepressant.

10. There have been greater than twofold increases of previously stable plasma leveis of tncyckic

antidepressants when fluoxetine has been administered in combination with these agents.

11. This drug should be discontinued as s00n as possible prior to elective surgery because of the

possible far eftects. Hypertens: have been observed during surgery in

12. Both elevation and lowering of biood sugar levels have been reported.

13,wmmmmmmmummmwmmmmmm
sore throat during therapy; the drug should be it there is ot i
neutrophil depression.

ey

Drug Interactions: Orags Metabelired 456 206: The biochemical activity of the drug metabo-
lizing isozyme cytochrome P450 2D6 (debrisoquin hydroxylase) is reduced in a subset of the
Caucasian popuiation (about 7 to 10% of Caucasians are so called “poor metabolizers”); rekabie
estimates of the prevalence of reduced P450 2D6 isozyme activity among Asian. Atrican and
other are not yet avai Poor have higher than expected piasma con-

ions of tricychic anti (TCAs) when given usual doses. Dapending on the frac-
mno!dmonmboﬁzadbyPlsozns,maimmssinphsmaeonoemmnonmmw.or
quite large (B foid increase in plasma AUC of the TCA).

2

cramps, diarrhea, stomatitis, biack tongue. ; ). altered
fiver function, elevated liver junction tests, increased pancreatic enzymes.
Endocrine: gynecomastia in the maie, breast eniargement and galactorrhea in the female, increased

of libido, i painful swelhing; or of
biood sugar lavels, ofi U L {SIADH).

Other: weight gain o loss; perspiration, flushing; urinary frequency. nocturia; parotid swelling: drowsi-
ness, dizzi and fatigue, fever; alopecia: elevated alkaline phosphatase.
Withdrawal Symptoms: Though not indi ot addi abrupt ion of after
prolonged therapy may produce nausea, headache, and malaise.

OVERDOSAGE:

Signs Symptoms, and Laborstory Findings: Signs and symptoms of toxicity with tricyclic antide-
pressants most often invoive the cardiovascular and central nervous systems. Overdosage with
this class of drugs has resuited in death. Within a few hours of ingestion, lpg patient may become

agitated, restiess, o Stup and then y dry mucous
membranes, iting, urinary jon, and dimini bowsi sounds may occur. Hypotension,
shock, respiratory depression, and renal shutdown may ensue. Generalized seizures, both early
and later after i jon. have been d. Hy refiexes, hyperpyrexia, and muscle rigid-
ity can occur. ECG evi of impaired and serious disturbances ot cardiac rate,

thythm, and output may occur. The duration of the ORS complex on ECG may be a heiptul guide to
the severity of tricyclic overdose. Physicians should be aware that relapses may occur after appar-
ent recovery.
Oral LD gy The oral LD 5, of desipramine is 290 mg/g in male mice and 320 mg/kp in female rats.
Toxic and Lethal Dosss/Pissma Leveis: In humans, doses at 10 to 30 times the usual daily
dosage have been considered within the lethal range. The lethal dose tor chiidren and geriatric
patients would be fower than that for the general adult population. Serious adverse events in gen-
eral are more frequently associated with plasma levels in excess of 1000 ng/mL.

Dialysis: Atter overdosage, low plasma desipramine concentrations are found bacause of the
drug's large volume of distribution m the body. Forced diuresis and hemodialysis are, therefore,

in g tricyclic
Trestmeat: There is no specific antidote for desipramine overdosage, nor are there specific phe-
nomena of ic value 2 isoning by the drug.

3 P08-0436




NDC 5011144003
Desipramine HCJ

EACH TABLET CONTAINS:
Desipramineg HCLUSP...........

N 8 at controlled rog

Dispense in a tight container as defingg -
Tablets, Usp @'g USP with z i reaner closurs., S

CAUTION: Federa law prohibits:
dispensing withoyt prescription.

1000 Tabjets

idmal;
@3',!'% ®
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50111-440-03 ¢

USP ... 150 mg
“Desi ' in a tight
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closure.
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SIOMAK TORIES, INC.

East Hanover, NJ 07838

m temperature
150 mg 30°C (59°-86°F). Kesp tighty claseq,
=T posker: package insert

.150mg
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COMPONENTS/COMPOSITION STATEMENT

Desipramine Hydrochloride Tablets, USP 100 mg
Formula Code: 439-03

Ingredients mg/uni
CORE
N Desipramine HC! Powder USP 100.00

2) Anhydrous Lactose NF

3) Pregelatinized Starch NF

4) Povidone USP

5) Isopropyl Aicohol USP ** c

6) Sodium Starch Glycolate NF

7) Colloidat Silicon Dioxide NF
8) Stearic Acid NF
9) Magnesium Stearate NF

SUGAR COATING ***

1) Povidone USP

2) Polyethylene Glycol

3) Sucrose NF

4) Methylparaben NF

5) Talc USP

6) Silicon Dioxide NF

7) Pregeiatinized Starch NF
8) Purified Water USP **
9) Confectioner’s Sugar NF ’
10} Titanium Dioxide USP
11) Carnauba Wax NF

12) FD&C Yellow #6

13) D&C Yeliow #10

14) Black Printing Ink (Solids) *
15) Thinner (for printing ink) **
* Composition of the Fine Black Ink:
TOTAL WEIGHT OF THE TABLET 347.42

il Does not appear in the finished product
*** Amounts of coating ingredients are theoretical and may vary +10%.

gy 'V’V
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COMPARATIVE COMPOSITION PROPORTIONALITY

DESIPRAMINE HYDROCHLORIDE TABLETS

100MG 150MG

INGREDIENTS mg/unit $/unit mg/unit X/unit
A. CORE ,
Desipramine HCl USP 100.00 29.41 150.00 28.85
Lactose NF
Starch NF
Povidone USP
Sodium Starch Glyco-

late NF
Colloidal Silcon Diox-
ide NF
Stearic Acid NF
Magnesium Stearate NF

B. COATIEG EXCIPIENTS
Sucrose NF
Methylparaben NF
Povidone USP
Polyethylene Glycsol NF
Talc USP

Colloidal Silicon Dio~
xide NF

Starch NF
Confectiocners Sugar
Titanium Dioxide USP
Carnauba Wax NF

Yellow Wax NF

*FD&C Yellow #6

*D&C Yellow #10C

AN

~ A. TOTAL WEIGHT OF
CORE TABLETS

B. TOTAL WEIGHT OF
COATING EXCIP-
IENTS
TOTAL WEIGHT OF
THE TABLET 340.00mg/tab 519.86mg/tab

*Desipramine HCl Tablets 100mg ONLY
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ANDAs 71-803 | -
71-804

Sidmak Laboratories, Inc. AR 28 S37
Attention: Jairaj U. Mehta

17 West Street

P.0. BOX 371

East Hanover NJ 07936

Hhdodbilisalliallindiled

Dear Sir;

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Desipramine Hydrochloride Tablets USP,

100 mg.

1. The Division of Bioequivalence has completed its review and has no further questions at
this time.

2. The dissolution testing will need to be incorporated into your stability and quality control
programs as specified in USP 23.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

N A

-~ ' B /-_—_
Nicholas Fleischer, Ph.D.
Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research
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Desipramine HCl Tablets Sidmak Laboratories, Inc.
100 mg and 150 mg East Hanover, NJ.

ANDA #71-803 (100 mg) Submission Date:

ANDA #71-804 (150 mg) March 5, 1997

Reviewer: Moheb H. Makary
WP 71803D.397

Review of Amendments

I. Objective:

The firm has replied to the reviewer's comments made in the
review of the June 24, 1996 submissions (an amendments with
revised formulations for its products desipramine HECl, 100 mg and
150 mg Tablets).

II. Comment:

The firm was asked to submit comparative dissolution testing data
for its products (the revised and original formulations) being
tested as part of the same experiment. If no samples of the
original tablet formulations are available, the use of Norpramin®
100 mg and 150 mg tablets as the appropriate reference products
would be acceptable.

The firm submitted comparative dissolution testing results (Table
I) between the original formulation and the revised formulation
for its desipramine HCl, 100 mg and 150 mg Tablets, respectively.
The comparative dissolution were tested at the same time. The
firm has compared its desipramine HCl, 100 mg and 150 mg Tablets,
lots #95-018T and 95-019T, respectively, (the revised
formulations) versus desipramine HCl, 100 mg and 150 mg Tablets,
lots #90-023T and 90-022T (the original formulations), '
respectively.

Reply to Comment
The firm's response to the comment is acceptable.
ITI. Recommendations:

1. The dissoclution testing conducted by Sidmak Laboratories,
Inc., on its desipramine HCl, 100 mg and 150 mg Tablets lot #95-
018T and 95-019T, respectively, is acceptable. Waivers of ip
vivo biocequivalence study requirements for the test products are
granted. From the biocequivalence point of view, the Division of
Bioequivalence deems Sidmak's revised desipramine HCl, 100 mg and
150 mg Tablets to be biocequivalent to the firm's previously
approved desipramine HCl, 100 mg and 130 mg Tablets,
respectively.

2. The dissolution testing should be incorporated into the firm's




manufacturing controls and stabilizy program. The dissoluticn
testing should be conducted in 900 mL of C.1N hydrochleoric acid
at 37°C using USP 23 apparatus 2 (paddle) at S0 rpm. The test
product should meet the following USP specifications:

Not less than of the labeled amount of the drug in
the cosage form is dissolved in 60 minutes.

The firm should be informed of the above recommendations.

Moheb H. Makary, Ph.D.
Division of Bioequivalence
Review Branch III

FT INITIALLED RMHATRV

RD INITIALLED RMHATRE o /7»_7 : 7
- Date:‘j 22/ 7

A A T !
Concur: Date: 5124972
'( Nicholas Fleischer, Ph.D. ' '
Director

Division of Bioequivalence

MMakary/3-20-97 wp 71803D.397
cc: ANDA #71-803, 71-804, original, HFD-658 (Makary), Drug File,
Division File.




Table I In Vitro Dissolution Testing
%
Drug (Generic Name): Desipramine HCl
Dose Strength: 100 mg and 150 mg Tablets
ANDA No.:71-803, 71-804

Firm: Sidmak Laboratories, Inc.
Submission Date: March 5, 1997

File Name: 71803D.397

I. Conditicons for Dissolution Testing:

USP 23 Basket: Paddle:X RPM: 350

No. Units Tested: 12 Tablets

Medium:900 mL of 0.1N HCl

Specifications: NLT of the labeled amounts of Desipramine
is dissolved in 60 minutes.

Reference Drug: Norpramin

Assav Methodology

II. Results of In Vitro Dissolution Testing: Desipramine
Sampling Test Product Reference Product
Times Lot # 95-018T Lot # 90-023T
(minutes) Strength(mg) 100 Strength(mg) 100

Mean % Range 5CV | Mean % Range 5CV
15 84 15.1 84 10.7
30 101 2.6 101 3.0
45 102 1.2 102 1.9
60 102 1.0 102 2.0
Sampling Test Product Reference Product
Times Lot # 95-019T Lot # 90-022T
(minutes) Strength(mg) 150 Strength(mg) 150

Mean % Range 5CV Mean % Range 5CV
15 23 72.5 51 12.7
30 71 15.3 92 7.8
45 93 4.1 96 4.8
60 98 7 3.2 a7 3.4
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ANDA 71-803; 100 mg //
71-804; 150 mg
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Sidmak Laboratories, Inc.
Attention: Arun D. Kulkarni
17 West Street

P.O. BOX 371

East Hanover NJ 07936

Dear Sir:

Reference is made to the request for waiver from in vivo

bioequivalence requirements, submitted on June 24, 1996, for
Desipramine Hydrochloride Tablets USP, 100 mg and 150 mg.

The Office of Generic Drugs has reviewed the waiver request and has
found that the dissolution testing for Desipramine Hydrochloride
Tablets USP, 100 mg and 150 mg Tablets, lot #95-018T and 95-019T,
respectively, is not acceptable for the following reason: '

The comparative dissolution of the test products (revised and
original formulations) should be tested as part of the same
experiment. The dissolution data on the original formulation
of the test product submitted in November 1990, is not
acceptable. If no samples of the original tablet formulations
are available, the use of Norpramin® Tablets, 100 mg and 150
mg, as the reference products would be acceptable. <

As described under 21 CFR 314.96 an action which will amend this
application is required. The amendment will be required to
address all of the comments presented in this letter. Should you
have any questions, please call Lizzie Sanchez, Pharm.D., Project
Manager, at (301) 594-2290. In future correspondence regarding
this issue, please include a copy of this letter.

Sincerely yours,
)

'V - —
Rabindra Patnaik, Ph.D.
Acting Director,
Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research
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Desipramine HCl Tablets Sidmak Laboratories, Inc.
100 mg and 150 mg ; East Hanover, NJ.

ANDA #71-803 (100 mg) |, Submission Date:

ANDA #71-804 (150 mg) June 24, 1996

Reviewer: Moheb H. Makary
WP 71803D.696

Review of Amendments

I. Qbjective:

The firm has submitted these amendments with the revised
formulations (a change in the quantity of coating excipients) for
its products desipramine HCl, 100 mg and 150 mg Tablets. The
firm had submitted an acceptable biocequivalence study on its
desipramine HCl, 100 mg Tablets and a waiver was granted for the
150 mg strength (submission dated April 5, 1991). Desipramine
HCl, 100 mg and 150 mg Tablets have not been approved by the
Agency per chemistry deficiencies.

The firm has submitted comparative dissolution testing data for
its revised formulations (submitted in these amendments) and for
the original approved formulations (submitted in the April 5,
1991 submission).

II. Formulations:

Comparison of the proposed formulations for desipramine HCl 100
mg and 150 mg with the formulations in Sidmak's original
formulations (April 5, 1991) on its desipramine HCl 100 mg and
150 mg is shown in Tables I and II.

III. Comment:

The formulations for the core tablets have not changed for
desipramine HCl 100 mg and 150 mg Tablets. The proposed changes
in quantity of coating excipients are similar to the changes
requested by the firm and were found acceptable by the Division
of Bicequivalence for its approved desipramine HCl 75 mg, S50 mg
and 25 mg Tablets (submissions dated June 7, 1993, ANDA #71-802,
71-801 and 71-800).

IV. Reficiency Comment:

The dissolution testing for desipramine HCl, 100 mg and 150 mg
Tablets lot #95-018T and .95-019T, respectively, is not
acceptable. For the test products (the revised formulation) the
firm submitted dissolution testing dated 4/95 and for the
original formulations (reference product) 11/90. The comparative
dissolution testing for the test and reference products should be
tested at the same time. If the firm no longer has samples of the
original Tablets (formulations), the use of Norpramin® 100 mg and
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150 mg tablets as the appropriate reference products would be
acceptable.

V. Recommendation:

The dissolution testing conducted by Sidmak Laboratories, Inc.,
on its desipramine HCl, 100 mg and 150 mg Tablets lot #95-018T
and 95-019T, respectively, is unacceptable and the waivers are
denied for reason cited in deficiency comment.

The firm should be informed of the above recommendation.

4

Moheb H. Makary, Ph.D.
Division of Bioequivalence
Review Branch III

RD INITIALLED RMHATRE /
FT INITIALLED RMHATRE — Date: / 97
Concur: _— - Date: (’ 28 / 97

Rabindra Patnaik, Ph.D.
Acting Director
Division of Biocequivalence

MMakary/1-22-97 wp 71803D.696
cc: ANDA #71-803, 71-804, original, HFD-658 (Makary), Drug File,

Division File.
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Table IIX In Vitro Dissolution Testing

Drug (Generic Name): Desipramine HC1
Dose Strength: 100 mg and 150 mg Tablets
ANDA No.:71-803, 71-804

Firm: Sidmak Laboratories, Inc.
Submission Date: June 24, 1996

File Name: 71803D.696

I. Conditions for Dissolution Testing:

Usp 23 Basket: Paddle:X RPM: 50

No. Units Tested: 12 Tablets

Medium:900 mL of 0.1N HCl

Specifications: NLT of the labeled amounts of Desipramine

is dissolved in 45 minutes.
Reference Drug: Norpramin
Assay Methodology

II. Results of In Vitro Dissolution Testinga: Desipramine
Sampling Test Product Reference Product
Times Lot # 95-018T Lot # 90-023T
(minutes) Strength(mg) 100 Strength(mg) 100

Mean % Range $CV | Mean % Range $CV
10 91 6.4 90.2 ' 8.4
30 100 1.6 99.0 2.7
45 101 1.1 99.7 1.8
60 101 1.0 99.5 1.5
Sampling Test Product Reference Product H
Times Lot # 95-019T Lot # 90-022T
(minutes) Strength(mg) 150 Strength (mg) 150

Mean % Range £¥CV Mean % Range ¥CV
10 31 34.3 60 22
30 78 6.5 91 7.2
45 93 2.8 98 2.8
60 967 2.0 101 0.9




